This stillborn girl was delivered at 34 weeks of gestation. Hydramnios was reported at 51/2 months. Birth weight was 1980 g (10th centile), length 43 cm (50th centile), and OFC 34 cm (>90th centile). Cyclopia with proboscis, microstomia, thick dysplastic ears, and postaxial polydactyly of the upper limbs were noted. There were no visceral malformations, except for atrial septal defect of the ostium secundum type. Microscopic examination of several organs, including pancreas and kidneys, showed them to be normal. The fetal zone of both adrenals was hypo/ aplastic. The brain was a very small holosphere surrounded by very enlarged subarachnoid spaces. The hypophysis was absent. Chromosomal analysis was normal, 46,XX. The parents were Brazilian; the father was 31 and the mother 30. No family data were available.
Weight was 1760 g, length 44 cm, and OFC 34 cm. Premaxillary hypoplasia with bilateral labiopalatine clefts, microphthalmia, bilateral upper limb postaxial polydactyly, and slight penile hypoplasia were observed (fig 1) . Necropsy showed an endocardial cushion defect, a left vena cava, abnormal pulmonary segmentation, aplasia ofthe gall bladder, and testicular hypoplasia, and x rays showed hemivertebrae at the S2 level. The brain weighed 150 g. The olfactory tracts were absent. Holoprosencephaly was of the semilobar type and hypophysis was present. Microscopic examination showed that the kidneys, liver, adrenals, thymus, thyroid, lungs, pancreas, spleen, and testes were normal. The karyotype was normal, 46,XY. He was the first child of non-consanguineous parents and the family history was unremarkable. CASE 4 Hydrocephalus and holoprosencephaly were suspected on ultrasound in this fetus. An amniocentesis was performed despite oligohydramnios. The fetal karyotype was 46,XY. Acetylcholinesterase electrophoresis and a fetoprotein level were normal. However, owing to the severity of the hydrocephalus, a termination of pregnancy was performed at 20 weeks. The fetus weighed 300 g. External anomalies included a median cleft lip and complete cleft palate, hypertelorism, a short neck (fig 2) , bilateral postaxial polydactyly of both upper and lower limbs, and club feet ( fig 3) . Necropsy showed incomplete segmentation of the lungs, a ventricular septal defect, and bilateral hypoplastic kidneys. The extremely small brain was explained by alobar holoprosencephaly (fig  4 b,c,d ). The suspected hydrocephalus was in fact an almost empty skull (fig 4a) . Gyration was grossly abnormal. The cerebellum and the eyes were normal. This fetus was the product of the first pregnancy of a young gypsy couple (mother aged 20) with a high degree of consanguinity (probable brother-sister union). With a different partner, the mother had had another pregnancy two years earlier which ended in a stillborn male which was not examined. )haly-polydactyly ('pseudotrisomy 13') syndrome Figure 3 Patient4: acral anomalies. CASE 5 This stillborn male was born at 31 weeks of gestation. He was the product of the third pregnancy of an unrelated young couple who already had a normal boy and who had had a spontaneous abortion. After this stillbirth, they had two further pregnancies, carefully monitored by ultrasound, which resulted in the birth of two normal boys.
During the pregnancy of this case, the mother had salpingitis treated by tetracyclines and prednisone (60 mg/day) from the third to the tenth week of gestation. Polyhydramnios developed at the beginning of the sixth month, which necessitated several evacuations. Because of a suspicion of hydrocephalus on ultrasound, a fetal karyotype was performed at 28 weeks on amniotic cells, which was normal, 46,XY. The fetus died spontaneously at 31 weeks and was immediately evacuated. It weighed 1800 g (50th centile) and showed an absence of ocular globes, a single nostril, bilateral postaxial polydactyly, and hypoplastic male external genitalia. Necropsy showed the presence of a large ventricular septal defect and agenesis of the adrenal glands. The diagnosis of hydrolethalus syndrome was proposed at that time (1984) .
Discussion
The clinical spectrum of defects seen in these five cases is consistent: holoprosencephaly sequence (with its secondary facial consequences), visceral malformations (mostly heart defects), and polydactyly. It suggests at first glance trisomy 13.
REVIEW OF PUBLISHED REPORTS
Eight previous reports have described the same syndrome. In 1986, Lieber et all briefly reported a stillborn infant with holoprosencephaly, heart defect, male pseudohermaphroditism, and polydactyly. Smith-Lemli-Opitz (SLO) syndrome was the suggested diagnosis. In a paper on the possible identity of the SLO and the hypothalamic hamartoblastoma syndrome (HHS), Donnai et a12 reported two fetuses with holoprosencephaly, polydactyly, and anal stenosis, one of which had male pseudohermaphroditism. In 1987, Young and Madders3 described a stillborn infant with holoprosencephaly, microphthalmia, hydrocephalus, polydactyly, and a heart defect as a 'new syndrome'. This paper prompted several comments: Moerman and !it stillborn female with holoprosencephaly, hydrocephalus, microphthalmia, polydactyly, and adrenal and thyroid hypoplasia, and stated that she had the same syndrome as that described by Young and Madders3 and not hydrolethalus syndrome (HLS).
Andre et a15 described a boy with cebocephaly, polydactyly, umbilical hernia, hypospadias with micropenis, thyroid, adrenal, and testicular hypoplasia, and ASD. These authors favoured the diagnosis of HLS. Atkin et aP briefly described two 46,XY sibs with ambiguous genitalia and polydactyly: the first one had microcephaly, hypotelorism, and an imperforate anus; the second one had cyclopia, a heart defect, and ambiguous genitalia. The authors excluded SLO. Hewitt et al7 described an 18 week old aborted male fetus with holoprosencephaly, hydrocephalus, polydactyly, and an 'asymmetrical' heart. They suggested that their fetus had the same disorder as the one reported by Young and Madders, and coined the term 'pseudotrisomy 13'. Bachman et a18 reported on two aborted sibs with holoprosencephaly, hydrocephalus, and polydactyly. They suggested that these fetuses (as well as that of Young and Madders3 and other cases) had HLS. The main clinical features of 16 cases are summarised in the table. We excluded the case of Shiota and Tanimura,9 who described a 6 week old male embryo with holoprosencephaly, tetramelic polydactyly, and VSD, as chromosomal analysis was not reported.
RATIONALE FOR CLINICAL DELINEATION
We have considered the alternative diagnostic options described in published reports. Systematic pancreatic sampling could be an advisable policy when the karyotype is not known at the time of necropsy. Ectopic splenic tissue has not been observed. Most of the malformations in these syndromes are explained by a very early disturbance of organogenesis which begins about the fifth week (Streeter's stages XIV to XVI). One may hypothesise that at least part of the malformation complex observed in LAD, HLS, trisomy 13, and in our patients could be the result of a specific, primitive, genetically determined event that alters the development of the brain and perhaps of other structures (such as limb bud differentiation). This disturbance could induce secondary developmental field defects by either mechanical constraint, specific or non-specific biochemical deregulation of induction and cellular interactions, or by desynchronisation of parallel sequential events. Most of the malformations observed in the newborn could then be considered as sequence(s), and the homology between several syndromes would only reflect a similarity in chronology and topography of the primitive event. Then, they would lose most of their significance for nosology and differential diagnosis. Hypothalamic hamartoblastoma syndrome (HHS) gives some support to this theory: this multiple malformation syndrome is associated with a focal tumour of very early onset. Phenotypic expression varies from almost normal children to holoprosencephaly, polydactyly, and multivisceral malformations. Of even greater interest are the observations of some features resembling HHS associated with apparently non-tumoural grey matter ectopia19 or subarachnoid cysts26 localised in the same area.
Based on these considerations, and in the ignorance of the true pathophysiology of these syndromes of multiple congenital anomalies, we 
